Background: Systemic lupus erythematosis (SLE) is a disorder with multiple organ involvement. Haematological abnormalities have been addressed in it, but acquired von Willebrand syndrome is a rarer phenomenon in current disease. The Case: We report acquired von Willebrand syndrome and SLE in a man with brown rash on face, gingival bleeding, easy bruising and epistaxis and laboratory finding of decreased complement, high level of anti-nuclear antibody and anti-DNA. These findings confirmed the diagnosis of SLE. He underwent kidney biopsy and experienced severe pain at the site of biopsy, but the ultra-sonography evaluation showed small sub capsular haematoma at the site of biopsy. During the next 48 hours, gradually APTT prolongation was continued and haematocrit dropped. In spite of FFP infusion and taking tranexamic acid every eight hours, there wasn't any improvement in haemostatic condition. He received Methylprednisolone and Cyclophosphamid pulses. The patient underwent surgery to roll out vascular complication, but there wasn't any vascular problem. On the third day, recombinant activated factor VII was infused every two hours until oozing was stopped.
Introduction
The von Willebrand disease (vWD) comprises most common inherited bleeding disorder in the world with prevalence about 1% -2% [1] . In 1968, Simon et al. described a case of acquired von Willebrand syndrome (AvWS) in systemic lupus erythematosus (SLE) for the first time [2] . AvWS is less known for clinicians [3] and may occur in association of various underlying disorders including lympho and myeloproliferative disorders, neoplasias, hypothyroidism, Wilms, tumor, congenital heart failure, and thrombocythemia after usage of some drugs [4] . This plays up on immunologic entity of current syndrome [5] . The current bleeding disorder has absorbed attention during recent years [6] . In comparison with congenital vWD, haemorrhagic manifestations including mucocutanous and gastrointestinal bleeding and post trauma haemorrhage are similar, which are compatible with types I and II vWD [4] . Beside existence of various underlying disorders, the entity of bleeding disorder may be heterogeneous. Also there is no past history of bleeding tendency in bleeder and in his or her family members.
The bone stone of treatment comprises elimination of underlying disease. It is not successful in the case of acute bleeding and necessary invasive procedure [6] . The Presented with Mucocutaneous Bleeding and Treated with rFVIIa
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other therapeutic options are infusion of high dose immunoglobulin, plasma exchange, Corticosteroid, Tranexamic acid and recombinant activated Factor VII (rFVIIa).
In the current paper, we present our experience on a case with AvWS in association with SLE. The clinical pictures suggestive of SLE were the first manifestation of disease and AvWS was diagnosed subsequently. The therapeutic regimen including Methylprednisolone (one gr/day IV) × five and infusion of FFP and tranexamic acid was done without response to bleeding. The surgery for refuting vascular complications and removal of emerged haematoma and overcoming bleeding was done using infusion of rFVIIa successfully.
The Case
A 25-year-old man was referred to hospital due to epigastic pain, peripheral artheralgia, and lethargy during the last 3 months before admition in hospital. He also complained from gingival bleeding, easy bruising and epistaxis following small trauma. In the physical exam, low grade fever, malar rash, high blood pressure was cleared. Based on current manifestations and laboratory findings ( Table 1) , SLE was diagnosed. Further laboratory evaluations revealed decreased level of C 3 & C 4 and high level of anti-nuclear antibody (ANA) and anti-DNA, and high erythrocyte sedimentation rate (ESR). The urinalysis revealed severe proteinuria (3+), mild haematuria (1+), and 24-hour urine evaluation was associated with 2.4 gr/day proteinuria. Based on American Rheumatism Association criteria, these results were compatible with renal involvement in SLE, so on the second day, the patient was candidate for kidney biopsy to recognize its staging. The patient had an APTT test with 45 s (reference range: 30 -40 s), so two bags of FFP had been infused to him one hour before biopsy. The kidney's biopsy interpretation was as follow, in light microscopy: diffuse global proliferative and sclerosing lupus nephritis The patient experienced pain in his left of abdomen at site of biopsy after that. The ultra sonography evaluation showed sub capsular haematoma at place. As a result of disease activity, he received one gram daily Methylprednisolone pulse for five days and one gram Cyclophosphamid pulse. In following days further haemostatic evaluation showed APTT: 55 s (reference range 30 -40 s), PT: 12.5 s (reference range 13 s), platelet count 185 × 10 3 /μl and mixed APTT: 38 s. The existence of factor VIII inhibitor excluded by detection of factor VIII inhibitor using Bethesda assay. He received FFP (20 ml/kg), three bags/day and Tranexamic acid every eight hours for the upcoming 48 hours. Despite of these efforts, blood oozing continued from biopsy place and sub capsular hematoma was growing. So due to low level of hemoglobin (Hb: 6.5 mg/dl), two packed red blood cell was transfused. The renewed APTT showed elevation of APTT to 96 s and second sonography showed enlargement of haematoma. The patient underwent for surgery to roll out vascular complication as a result of kidney biopsy, but there wasn't any vascular problem. Administration of rFVIIa began for him with dosage of 90 microgram/kg every two hours for two days and then every six hours until oozing of site of cutting occurred. This regimen continued until blood oozing from the wound of surgery was stopped.
Repeated sonography showed no recurrent haematoma. Administration of high dose intravenous steroid began for him, subsequently followed by prescription of oral prednisolone. In follow up, in the next months, he received 6 dose of Cyclophosphamid monthly. In sixth month after treatment, laboratory data revealed normal renal function and 3+ proteinuria (4.07 gr/24 hours). We didn't visit him till six months later, when he didn't take any drugs. Blood pressure began to rise so we recommended to him to take Losartan, Hydrochlorotiazid, Mycophenolate Mofetil and Prednisolon. Unfortunately after a month, he denied to take his drugs. After one year he came back to clinic, at this time he only took 5 mg Prednisolone and the lab test revealed normal renal function and 1+ proteinuria. Although hypertension became aggravated, Amlodipine was added to his drug regimen. He did not come to our clinic during next year, after coming to clinic in the next year, he claimed that has refused to take Prednisolone and antihypertensive drugs from 10 months ago. Lab data at that time showed normal renal functions and urine was negative for proteinuria. Only hypertension was remained.
Discussion
The bleeding tendency in the patient described above was typical for acquired von Willebrand syndrome rather than inherited. First, the patient had not any haemorrhagic tendency until the age of 25 years old. He even passed circumcision without abnormal bleeding. Second, there was no family history of bleeding disorders. Third, the pattern of bleeding manifestation as mucosal bleeding was consistent with AvWS. Fourth, unresponsive of haemorrhage to infusion of cryoprecipitate or FFP was compatible with AvWS.
The autoantibody directed at vWF/FVIII can make complex that clear from circulation speedily. This is the reason for poor responses to treatment with FVIII concentrate, vWF/FVIII concentrate, desmopressin acetate and cryoprecipitate in some types of AvWS. It has been reported that administration of high-dose intravenous immunoglobulin (IVIG), and elevation of plasma levels of both vWF and FVIII are seen in AvWS associated with SLE transiently [4] .
Treatment policy comprised successful management of underlying disease that may lead to disappearance of haemorrhagic tendency secondary to AvWS in some cases. The main therapeutic approaches for control of bleeding in AvWS are administration of desmopressin acetate (that is effective in about 30% of AvWS) and FVIII/vWF concentrate. The third therapeutic option is high dose administration of IVIG (one g/kg for two days) [3, 4] . There are other therapeutic options that comprise rFVIIa [7] , plasma exchange [8] , Corticosteroids [9] and Tranexamic acid [10] . Returning plasma levels of factor VIII and vWF to reference levels after prednisone therapy are indicative of immune entity of AvWS in SLE [4] .
The presented clinical manifestations, laboratory data, type of bleeding and clinical course in current case indicate that he was a rare case of AvWS in association with SLE. We did a search on reported cases using AvWS keyword in Pub Med search engine and limitation of English language literature ( Table 2) . We could only find five papers who presented eight cases. The review of bleeding manifestations showed among nine various bleeding symptoms that have been reported, epistaxis (seven episodes) and easy bruising (four episodes) were the commonest. Among various clinical signs, the commonest were pain of joints (three episodes) and fatigue (three episodes). All of reported cases revealed haemorrhage before presentation of SLE, while in current cases haemorrhagic picture began concomitant with SLE pictures.
A number of mechanisms have been suggested for AvWS including reduced synthesis and formation of inhibitor against vWF. In the current case the synthesis of vWF should be impaired because both mixing text (equal volume of patient's plasma and pooled plasma) and Bethesda assay were negative. Lack of haemostsis laboratory equipped with aggregometry is a necessity that does not exist in our region. It causes problems both for diagnose and treatment of patients. In similar condition diagnosis can be established on clinical evidences.
Conclusion
In conclusion, based on current limited data on haemorrhagic episode secondary to underlying disease and post invasive procedure haemorrhage, in cases with AvWS invasive procedures and limited surgeries may be efficiently and successfully treated and managed with rFVIIa, provided that a multidisciplinary team works together to establish extra care in covering haemostasis challenges and close observation.
